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Taylor Pharmaceuticals

Attention: James G. Baumann, Jr.
1222 West Grand Avenue

Decatur, Illinois 62525

Dear Sir:

This is in reference to your abbreviated new drug application
dated December 12, 1996, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Lorazepam Injection
USP, 2 mg/mL (vial).

Reference is also made to your amendments dated August 27, 1997;
and March 2, May 18, June 9, and July 7 and July 16, 1998.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has

. determined your Lorazepam Injection USP, 2 mg/mL (1 mL vial) to
be bioequivalent and, therefore, therapeutically equivalent to
the listed drug (Ativan® Injection USP, 2 mg/mL of Wyeth Ayerst
Laboratories Inc.).

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-40). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.
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We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-40) with a completed Form FD-2253 at the time
of their initial use.

Sincerely yours,

/S/ ,
Douglas LfQSporn Cjﬁ:j//

Director -2 . o
Office of Generic Drugs
Center for Drug Evaluation and Research
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Lorazepam Injection, USP

DESCRIPTION

Lorazepam Injection. USP ix a sterike solution. L
intended for intramuscular or intravenous routes of administration. [t has llﬁ"ulhmu 2
to-chlorophenyh-1 3-Uihyidro- 3-hydroxy-2#-1.4-benzodiazepin-2-one - The mofecular formuia is CpH g 1aNAON
The molecular weight ix 32116, and the C.AS. No. is {846-49- 1] The structural tormula is

e ‘89[9 P ﬁ@wg@

Lorazepam is a nearly white powder almost insoluble in water.

repam is i beosadiuzepine with antiansicey ad sodaby e eftact

chemicad nume Techloro. S

Each mL contains: Active: Lorazepam 2 mg. Preservative: Benzyl alcobol 2 mg, Inactives: 203 mz polyoty

ghycol 400 1 propylene glycol

CLINICAL PHARMACOLOGY

Lorazepam interacts with the y-aminobutyric acid (GABA)-henzodiazepine receptor complen. which is widesprag
the brain of humans as well as other species.  This interaction is presamed o be responsible Tor Lotaseparr s
mechanism of action. Lorazepam exhibits relatively high and specific allinity tor s recoznion «ite but does oo
displace GABA. Attachment to the specific binding ~ite enhances the affinity of GABA for ity receptin site vai ik
same receptor complex. The pharmacodynamic consequences of benzodiazepme agonist actions invinde antiaiety
elfects and sedation. The intensity of action is directly related to the degree of benzodiasepine recepton ocvupaiicy

"

Eifects in Pre-Operalive Patients

Intravenous of inramuscular administration of the recommended dose of 2 mg to 4 mg ol lorazepant ingecnion w wdult
patients is followed by dose-related effects of sedation {sleepiness or drowsinessi, reliel of prevperative sowicty. amd
lack of recull of events related (o the day of surgery in the majority of patients. The chacal sedation isteepiness o
drowsiness ) thus noted is such that the majority of patients are able (o respond W simple insiructions whether tues e
the appearance ol being awake or asleep. The Tack of recatl i relative rather fuan disolule. as detenimmed ande
condiiions of careful patient questioning and esting. using prop desczned trenhianee mevdl The majariy of aatrents
under these reinforced conditions had difficulty recalling perioperative eyt of teewenis g Props rons heloe
stirgery. The Jack of recall and recognition wans determimed
iny, using props designed to enhance recall. The magority of patients unduer these remlntead condiinns e dite o
b
aptiium within 2 hours following intramuseutar admimsiration and 15 o 20 midnres e i anus ection

ool of varehul pudicat guestioriant want 1esl
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The intended eifects of the recommended adult dose ol lorasepam mjectan usuaily los:
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Preuanesthetic Use
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PARTIAL AIRWAY OBSTRUCTION MAY OCCUR IN® LAVILY SEDATED PATIENTS INTRAVENOU'S
LORAZEPANM. WHEN GIV ALONE IN GREATIR THAN THE RECOMMENDED DOSE, OR AT THE
RECOMMENDED DOSE AND ACCOMPANIED BY OTHER DRUGS USED DURING THE ADMINISTRATION
OF AN CSIA. MAY PRODUCE HEAVY SEDATION: THEREFORL:. EQUIPMENT NECESSARY TO
MAINTAIN A PATENT AIRW AY AND TO SUPPORT RESPIRALION/VENTILATION SHOULD BE
AVAILABLE

AN e of sinthar CNS-aenr drugs, patients receiving njectable lorvepam should not VITate machiners or
engage 10 huzasdows aceupations or drise a motor sehiele tora penod of 24 or 45 hours Empaicment of perfonmance
My peesine Tos ereater intervals beciause of extremes ol age, concomitant use of acher druss stiesy of SUTECEY, oF the
veneral condition of the patiene

Clnical ks huve sbown that Patsedits over the age of S vears may have o more protound wnd profonged sedanon
with imravenous lovazepam. Ordinarily, an nital dose of g may be adequate unless o wreater degree of fack o
recall is desired

As wath alt cented-nenons ssstem depressant deugs, care should be evercraed 1n Puatents wiven miectable lorazepan
a prematuie ambalation may resudt in mjery from Uilling

There 1v ne added beaclicral etfect trom the addiion o} sopolamine 1o 1ngectable torazepam, and their combaned
effect mas result m an wereased merdence of sedation. hallucination, and raton behagor

General (Al Uses)

PRIOR TO INTRAVENOUS USk. LORAZLEPAM INILCTION MUST 8¢ DILUTED WITH AN EQUAT
AMOUNT OF CONMPATIBLE DILUENT (SEE "DOSAGE AND ADMINISTRATION™:. ~ INTR W\ ENOUS
INJECHION SHOULD BE MADE SLOWLY AND WITH REPEATED ASPIRATION.  CARE SHOULD -
TAKEN TO DETERMINE THAT ANY INJECTION WL NOT HE INTRACARTERIAL ANDY JHAT
PERIVASCUL AR EXTRAVASATION WILL NOT TARE PLACE

Since thie Tner s the most Ihely site i conjugation ot forazepam and wiee exereton af comjugated fotazepan
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Pregnancy
LORAZEPANAIAY CAUSE TALDANMAGE WHEN ADMININTERED TO PREGNANT WOMEN Ordaani.
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excessive sleepiness or drowsiness may interfere with patient cooperation to determine fevels of anesthesia. This is
most likely 1o occur when greater than 0.05 mg/kg is given and when narcotic analgesics are used concomitantly with
the recommended dose (see “ADVERSE REACTIONS™.

Information for Patients

As appropriate, the patient should be informed of the pharmacological effects of the drug, such as sedatian, retiel of
anxiety. and lack of recall, and the duration of these effects (about 8 hours), so that they may adequately perceive the
risks as well as the benefits to be derived from its use.

Patients who receive lorazepam as a premedicant should be cautioned that driving an automobile or
operating hazardous machinery. or engaging in a hazardous sport, should be delayed for 24 10 48 hours following the
injection. Sedatives, tranquilizers. and narcotic analgesics may produce a more prolonged and profound effect when
administered along with injectable lorazepam. This effect may take the form of exce:
and, on rare accasions, interfere with recall and recognition of events of the day of surgery and the day after.

sive sleepiness s drowsiness

Getting out of bed unassisted may result in falling and injury if undertaken within 8 hours of receiving lorazepam
injection. Alcohalic beverages should not be consumed for at least 24 to 48 hours aftter receiving lorazepam injectable
due to the additive effects on trgl-nervous-system d ion seen with benzodiazepines in general.  Elderly
patients should be told that lorazepam may make them very sleepy for a period longer than six (6) to eight (8) hours
following surgery.

Laboratory Tests

In clinical trials, no laboratory test abnormalities were identified with either single or muttiple doses of lorazepam
These tests included: CBC, urinalysis, SGOT. SGPT. bilirubin, alkaline phosphatase, LDH. cholesterol, uric acid,
BUN. glucose. calcium, phosphorus, and total proteins

Drug Interactions

Lorazepam injection, like other injectable benzodiazepines, produces depression of the central nervous system when
administered wilh ethyl alcohol. phenothiazines. barbiturates, MAO inhibitors, and other antidepressants. When
scopolamine is used concomitantly with injectable ic an d incidence of sedation, hatlucinations, and

irrational behavior has been observed.

Concurrent administration of any of the following drugs with lorazepam had no effect on the pharmacokinetics of
larazepam: metoprotol, idi itidine, disulfiram, pi and propoxyphene. No change
in lorazepam injection dosage is necessary when concomitantly given with any of these drugs.

Lorazepam - Valproate Interaction

Concurrent administration of lorazepam (2 mg intravenously) with valproate (250 mg twice daily orally for 3 days) to
6 healthy male subjects resulted in decreased total clearance of lorazepam by 40% and decreased formation rate of
lorazepam-glucuronide by 55%. as compared with lorazepam administered alone. Accordingly. lorazepam plasma
concentrations were about two-fold higher for at least 12 hours post-dose administration during valproate treatment
Lorazepam dosage should be reduced o 50% of the normal adult dose when this drug combination is prescribed in
patients (see also "DOSAGE AND ADMINISTRATION™). .

Lorazepam-Ora aceplive Steroids Interactio:

Coadministration of lorazepam (2 mg intravenously) with oral contraceptive steroids (norethindione acetate. | mg, and
ethinyl estradiol. S50 mg. for at least 6 months) to healthy females (n=7) was associated with a 353% decrease in half-
lite. & 50% increase in the volume of distribution, thereby resulting in an atmost 3.7-Told increase in total elearance of
lorazepam as compared with control healthy females (n=8). It may be nccessary to increase the doses of lorazepam
injection in femule patients who are concomitantly taking oral contraceptives isee also "DOSAGE AND
ADMINISTRATION")

Lorazepam-Probenecid Interaction

Concurrent administration ol lorazepam (2 mg intravenously} with probenecid 500 me orally every 6 hours) ta 9
healthy volunteers resulted in a prolongation of lorazepam half-lite by 130% and a decrease in its total cldarance by
45%. No change in volume of distribution was noted during probenecid co-treatment. Lorazepam injection dosage
needs o be reduced by SO%  when coadministered  with probenecid  (see alvo "DOSAGE  AND
ADMINISTRATION™)

Drug/Laboratory Test Interactions
No laboratory test abnormualities were identified when lorazepam was given alone or concomitantly with another drug.

such ax narcotic analgesics, inhalation anesthetics, scopolamine, atropine. and a variety of tranquilizing agents

Carcinogenesis, Mutagenesis, Impairment of Fertility

No evidence of carcinogenic potential emerged in rats and mice during an 18-month study with oral torazepam. No
studies regarding mutagenesis have been performed. The results of a preimplantation stady in rats, in which the oral
lorazepam dose was 20 mg/kg, showed no impairment of lertility.

Pregnancy

Pregnancy Category D

See "WARNINGS"

Labor and Delivery
There are insufficient data to support the use of lorazepam injection during labor and delivery. including cesarean
section, therefore, its use in this situation is not recommended.

Nursing Mothers

Injectable lorazepanm should not be administered o nursing mothers because. like other hensodiazepines, (he
pussibility exists that lorazepam may be excreted in human milk and sedate the infant

Pediatric Use
Preanesthetic
There we insuflicient dita o support the efficacy of injectable lorazepam as a preanesthatic ageat in patients less than
1% veurs ol age

s = oA



ADVERSE REACTHONS

Preanesthetic

Central Nenous System

The st trequent adsverse effedts sen with njectable lorzepam are an extenvion of the vemtral-nen ol sl
depressant eftects of the drug. The inaidence saried from one study fo anther. depending on the dosage. route .
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madenve of ewvessive sleepiness or drowsiness when vompared wiih those under 50 (217106 o+ 247248 when
locazepam was given imrnenously (we "DOSAGE AND ADMINISTRATION) i rare oveasion 3/ 1S80) 1h,
Patient was unable (o give penonal idenulication n the opereting room on arrnal. and one patienl fell why
attempling premature ambalation m the postoperative period

S mpoms such as restlessness, confusion, depeession. crying, vobbiag, and delinum seenrred e about 10
L2VISSO) One patient imyured himself by prcking at his incision dunag the immediate postoperative penod

Hallucimations were present in about 1% 114715801 of patteats aml were vistal and selt-linnting
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that one patient complamed of some unsteadiness of gaitand 4 reduced atbity o perfonn comples mental fanction.
Enhanced sensitivity to aicohohe beverages has been reported more thun 24 hours after reven ing injectable lorazepan
stmilar o expenence with other benzodiazepnes

Locad Etlests
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Store in refrigerator between 2°-8°C (36°46°F). Protect
from light. Use carton to protect contents from light.

Do vot use if s discolored or a precip
Usual Dosage: See accompanying information.
Each mL contaus:

Active: Loraarpam, 2 mg (0.2%)

Preservative: Beazyl Alcohol, 20 mg (2%)
Inactives: Polycthylene Glycol 400, 203 mg (20%), and Propyicoe
Giycol as the sotvent.

UL

EXP. 23 /9%

NDC 11098-102-01 1 mL sterile vial

Lorazepam Injection USP, 2 mg/ml.
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For IV use, additional dilation is required: @
see enclosed information.
NDC 11098-102-01 1 mL stesile vial
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75025
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ANDA APPROVAL SUMMARY

ANDA: CHEMIST: DATE:
75-025 Kathy P. Woodland July 8, 1998

DRUG PRODUCT:
Lorazepam Injection, USP

FIRM:

Taylor Pharmaceuticals (Formerly Akorn, Inc.)
DOSAGE FORM: STRENGTH:

Injection 0.2% ,2 mg/mL (1 ml/2 ml vial)
cGMP:

Satisfactory June 24, 1997.

BIO:
Satisfactory, Zakaria Z. Wahba , Ph.D., on June 6, 1997.

VALIDATION - (Description of dosage form same as firm's):
USP drug substance and product.

STABILITY:
The containers in the stability studies are identical to those in the container section.

LABELING:
Approved by L. Golson on May 26, 1998.

STERILIZATION VALIDATION (If applicable):
processing approved by Andrea High, Ph.D., March 10, 1998

SIZE OF BIO BATCH (Firm's source of NDS ok?):
Waiver granted.

SIZE OF STABILITY BATCHES (If different from bio batch, were they Manufactured via the same process?):
The exhibit batch was 20 L.

PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME?:
The proposed production batches are 36 L, 48 . and 100 L.

Signature of supervisor:

slgna:umofch7g=/ - " | / S/ » 7/3 ;Aﬁ\

o 4
C:\WPFILESIAPSUM750.WPD



10.

12.

13.

CHEMISTRY REVIEW NO, 3
ANDA # 75-025 (1 mL/2 mL vial)

NAME AND ADDRESS OF APPLICANT

Taylor Pharmaceuticals (Formerly Akorn, Inc.)
Attention: James G. Baumann, Jr.

P.O. Box 1220

Decatur, IL 62525

LEGAL BASIS FOR SUBMISSION

The RLD is Ativan®, Wyeth-Ayerst, NDA 18-140. There is no
unexpired patent and no marketing exclusivity.

SUPPLEMENT (s) 6. PROPRIETARY NAME
N/A None
NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE(s) FOR:
Lorazepam Injection, USP N/A
AMENDMENTS AND OTHER DATES:
Original ANDA December 12, 1996
Deficiency Letter August 4, 1997
Amendment August 27, 1997
Amendment March 2, 1998
Amendment June 9,1998
Amendment July 7, 1998
PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Preanesthetic anxiolytic agent Rx
RELATED IND/NDA/DMF(s)

DMF

DMF

DMF

DMF

DMF

) DMF
) DMF

ANDAs 74-974 and 75-025 must be approved together because of
the common insert. :

DOSAGE FORM 14. STRENGTH



Lorazepam
Injection solution 0.2% (2 mg/mL, 1 mL/2mL vial)

15. CHEMICAL NAME AND STRUCTURE

Name: Lorazepam

Chemical name: 2H-1,4-Benzodiazepin-2-one, 7-chloro-5-
(2-chlorophenyl) -1, 3-dihydro-3-hydroxy-, () -

CAS number: 846-49-1

Molecular weight: 321.16

Chemical formula: C,;sH;,Cl,N,O;

Pharmacologic/therapeutic categroy: Tranquilizer (minor)
Reference: USP 23, page 903

Structural formula:

N
ses

=N

CI

Cl

16. RECORDS AND REPORTS N/A
17. COMMENTS

The application was found approvable.

18. CONCLUSIONS AND RECOMMENDATIONS

The application is approvable.

19. REVIEWER:
Kathy P. Woodland 7/8/98
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OFFICE OF GENERIC DRUGS, HFD-620
Microbiologist’s Review #2
March 10, 1998

A. 1. ANDA: 75-025

APPLICANT: Taylor Pharmaceuticals (an Akorn Co.)
Attention: James G. Baumann, Jr.
Post Office Box 1220
Decatur, Illinois 62525

2. PRODUCT NAME: Lorazepam Injection, USP

3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: 0.2% (2 mg/mL)
Sterile nonpyrogenic solution for intramuscular and
intravenous injection; packaged as a 1 mL fill in a 2 mL
glass vial

4. METHOD(S) OF STERILIZATION:

5. PRINCIPLE INDICATIONS: Used as a preanesthetic medication
in adult patients to produce sedation, relief of anxiety
and decreased ability to recall events related to the day
of surgery

6. PHARMACOLOGICAL CATEGORY: Anti-anxiety drug

B. 1. DATE OF INITIAL SUBMISSION: October 1, 1996
(Received by OGD on October 4, 19 s
3/l
2. DATE OF AMENDMENT: August 27, 1997

Subject of this Review (Received by OGD on August 28, 1997)

3. RELATED DOCUMENTS: None

;8,\} . 4. ASSIGNED FOR REVIEW: 3/10/98
. C. REMARKS: The subject amendment is in response to the
microbiology deficiencies in the letter dated
August 4, 1997.
D. CONCLUSIONS: The submission is recommended for approval on
the basis of sterility assurance.

_/S/ © 3/ielag

Andrea S. High, Ph. D.

cc: Original ANDA
Duplicate ANDA
Division Copy
Field Copy
Drafted by A. High, HFD 640 x:wp\microrev\75-025a

Initialed by R. Patel /Z/Q'}Ut/ 3/,[/’[



CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
75025

BIOEQUIVALENCY REVIEW(S)




OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA #75-025

SPONSOR: Akornm, Inc.

DRUG: Lorazepam Injection (0.2%)

DOSAGE FORM: Injection

STRENGTH: 2 mg/mL

REFERENCE PRODUCT: Ativan® Injection, 2 mg/mL (Wyeth-Ayerst).
SUBMISSION TYPE: Waiver

STUDY SUMMARY: Not Applicable

DISSOLUTION: Not Applicable

WAIVER SUMMARY: The waiver of the in vivo bioequivalence study for the

test product, Lorazepam for injection, USP, 2 mg/mL is granted. From
the biocequivalence point of view, the Division of Bioequivalence deems
the test product formulation to be bicequivalent to the reference drug
Ativan® Injection, 2 mg/mL (Wyeth-Ayerst).

PRIMARY REVIEWER: Zakaria Wahba, Ph.D. BRANCH:  III
INITIAL:_ /Sl - paTE:__% /5/97
GROUP LEADER: Ramakant Mhatre, Ph.D. BRANCH: III
INITIAL:_ . / S/ ) DATE: __</9/97

DIRECTOR: Nicholas Fleischer, Ph.D.
DIVISION OF BILOEQUIVALENCE

mrraL— [§ / __ pare:.__kfau[9?

DIRECTOR
OFFICE OF GENERIC DRUGS

INITIAL: DATE:




JN 23 1997

Lorazepam Injection (0.2%) Akorn, Inc.

2 mg/mL (1 mL/2 mL vial) Decatur, IL

ANDA # 75-025 Submission Date:
Reviewer: Z.Z. Wahba December 12, 1996

File #75025w.d96

REVIEW OF A WAIVER REQUEST

BACKGROUND

The firm has requested a waiver of in_vivo bioequivalence
study requirements for its drug product, Lorazepam for
injection, USP, 2 mg/mL (1 mL fill in a 2 mL vial). The
reference listed drug (RLD) is Ativan® Injection, 2 mg/mL
(Wyeth-Ayerst, NDA #18-140).

2. Lorazepam is a benzodiazepine with antianxiety and sedative
effects. Lorazepam injections are intended for intramuscular
or intravenous routes.

FORMULATION COMPARISON

Comparative compositions of the test and the reference (Ativan®
Injection, 2 mg/mL, Wyeth-Ayerst Laboratories) products are as

follows:
Ingredient Test Product RLD
Lorazepam Y 2 mg/mL 2 mg/mL
benzyl alcohol, NF |20 mg/mL (2.0%) 20 mg/mL (2.0%)
polyethylene glycol/ | 203 mg/mL 0.18 mL/mL
400 (0.18 mL/mL)
propylene glycol ¢ gq.s. g.s.
COMMENTS
1. Composition of the test product contains the same active and

inactive ingredients in the same concentration as a drug
product that is the subject of an approved full NDA.

The test product is a parenteral solution intended solely for
administration by injection.

The waiver of in vivo bioequivalence study requirements should
be granted based on 21 CFR section 320.22(b) (1) of the
Bioavailability/Bioequivalence Regulations.



RECOMMENDATION

The Division of Bioequivalence agrees that the information
submitted by Akorn, Inc. demonstrates that lorazepam injection
solution, 2 mg/mL falls under 21 CFR Section 320.22(b) (1) of
Bioavailability/Bioequivalence Regulations. The waivers of in vivo
bioequivalence study requirements for the firm's lorazepam 2 mg/mL
injection solution is granted. From the Bioequivalence point of
view, the Division of Bioequivalence deems Akorn's lorazepam
injection solution, 2 mg/mL to be bioequivalent to the reference
listed product, Wyeth-Ayerst’s Ativan® Injection, 2 mg/mL.

The firm shoqu be .informed of the recommendation.
Zakaria Z. Wahba, Ph.D.

Division of Biocegquivalence
Review Branch III

RD INITIALLED RMHATRE /SS/
FT INITIALLED RMHATRE </5/9 7
N
Concur: /S/ Date: £123] G2
Nicholas FleiscHer, Ph.u. ! T
“f7‘ Director

Division of Bioequivalence

cc: ANDA# 75-025, (original, duplicate), HFD-600 (Hare), HFD-630,
HFC-130 (JAllen), HFD-658 (Mhatre, Wahba), HFD-650 (Director),
Drug File, Division File.

ZZWahba/050997/060597/file#75025w.d96
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ANDA 75-025

Akorn, Inc.

Attention: James G. Baumann, Jr. JUN 25 |997
P.O. BOX 1220

Decatur IL. 62525

llI||llll.llllllllllllll'll'llll

Dear Sir:

Reference is made to your abbreviated new drug application submitted pursuant to Section 505
(j) of the Federal Food, Drug and Cosmetic Act for Lorazepam Injection USP, 2 mg/mL (1 mL/2
mL vial).

The Division of Bioequivalence has completed its review and has no further questions at
this time.

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

4

~ I'S L_—-—,

Nicholas Fleischer, Ph.D.

Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research
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Office of Generic Drugs, CDER, FDA %(\

\
Metro Park North I \
7500 Standish Place, Room 150

Rockville, MD 20855-2773

December 12, 1996

RE: ABBREVIATED NEW DRUG APPLICATION
Lorazepam Injection, USP, 0.2%
2 mg/mL (1 mL/2 mL vial)

Dear Madam or Sir:

In accordance with 21 CFR § 314.92 (a)(1), Akorn, Inc., a manufacturer, marketer, and
distributor of ophthalmic and injectable drug products hereby submits this Abbreviated New
Drug Application for Lorazepam Injection, USP, 0.2% (1 mL/2 mL vial), an injectable drug
intended for use in adult patients as an preanesthetic medication producing sedation,
relief of anxiety, and a decreased ability to recall events related to the day of surgery. The
reference listed drug (RLD) is Ativan®, the subject of NDA 18-140, which is held by
Wyeth Ayerst and was approved on July 25, 1980. The suitability of the ANDA is
documented in the submission.

This ANDA is contained in 4 volumes, and is organized in the manner recommended by the
Office of Generic Drugs in its Policy & Procedure Guide 30-91. At this time, Akorn
requests approval for Lorazepam Injection, USP, 0.2% (1 mL/2 mL vial)
manufactured according to the attached documentation, using Lorazepam, USP
manufactured by ) and components
manufactured by An expiration dating period of twenty four
months is requested, based on the available three months stability data from stability
batches stored at accelerated stability conditions.

This submission contains sterility assurance data. Akorn is providing sterility
assurance information, including documentation for the sterilization process validation
for lorazepam injection, in Volumes 3-4. This documentation is organized according to
the directives presented in the “Guidance for Industry f(ﬂ;ﬁi@m of
Documentation for Sterilization Process Validation in Applications for Human and
Veterinary Drug Products” (November, 1994). DEC 1 ¢ 1956

Akorn is filing an archival copy (in blue folder) of the ANDA, a technical review copy (in

red folder), and a field copy sent to the Chicago district ofﬁcgéi‘h"maradn folder)...Phe
technical review copy and the field copies are identical to the archival copy and a

Akorn Manufacturing, Inc., 150 S. Wyckles Road, P.O. Box 1220, Decatur, liinois 62525 o 217-428-TI00 o FAX 217-422-9048



Abbreviated New Drug Application
Lorazepam Injection, USP. 0.2% (1 mL/2 mL vial)
2

certification attesting to this is provided with the field copy. Four copies of the draft
labeling are included in all copies of this ANDA.

In accordance with 21 CFR § 314.94 (d)(5), Akorn certifies that a true copy of this
Abbreviated New Drug Application for Lorazepam Injection, USP, 0.2% (1 mL/2 mL vial)
has been provided to the FDA Chicago District Office. A copy of this certification with an
original signature is provided with this application.

Should you have additional questions or if more information is needed, please do not
hesitate to contact me at (217) 423-9715, or fax (217) 428-8514.

Sincerely,

James G. Baumann, Jr.
Manager of Regulatory Affairs (Submissions)



Taylor
Pharmaceuticals wune AMENDYENT

¢ generics e injectables e ophthalmics e contract services /,//4 <
August 27, 1997

Office of Generic Drugs

Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: MAJOR AMENDMENT TO ANDA 75-025
Lorazepam Injection, USP, 0.2%
2 mg/mL (1 mL/2 mL vial)

Dear Sir/Madam:

In accordance with 21 CFR § 314.96 (a)(3), and by reference § 314.60 (a), Taylor
Pharmaceuticals (an Akorn Company), a manufacturer, marketer, and distributor of
ophthalmic and injectable drug products hereby submits a Major Amendment to ANDA
75-025 for Lorazepam Injection, USP, 0.2% (1 mL/2 mL vial) an injectable drug intended
for use in adult patients as an preanesthetic medication producing sedation, relief of
anxiety, and a decreased ability to recall events related to the day of surgery. The
reference listed drug (RLD) is Ativan®, the subject of NDA 18-140, which is held by
Wyeth Ayerst and was approved on July 25, 1980.

Akorn, Inc. would like to inform OGD that its manufacturing subsidiary has been renamed
Taylor Pharmaceuticals, which was previously known as Akorn Manufacturing, Inc., as of
August 21, 1996.

This amendment is in response to the FDA Major chemistry, labeling, and microbiology
deficiency letter, dated August 4, 1997.

For ease of reference, this amendment is numbered sequentially in the lower right corer so
that both the text and attachments bear consecutive numbers. A table of contents is
provided for additional convenience of review.

Taylor is filing an archival copy consisting of one volume (blue folder) of this amendment
and a technical review copy (red folder) which is identical to the archival copy. An
additional certified copy (maroon folder) was sent to the Chicago District m””VED

AUG 238 1997

GENERIC PNR1GS
]

150 S. Wyckles Road * P.O. Box 1220 ¢ Decatur, IL 62525-1220 ¢ (217) 428-1100 » FAX (217) 422-9048



In accordance with 21 CFR § 314.96 (b), and by reference 314.60 (c), Taylor
Pharmaceuticals certifies that a true copy of this Major Amendment to ANDA 75-025 for
Lorazepam Injection, USP, 0.2%, has been provided to the FDA Chicago District Office. A
copy of this certification with an original signature is provided with this amendment as
Attachment M.

Should additional information and/or clarification be required, please contact Laura
Shotton, Regulatory Affairs Specialist, or me at (217) 423-9715, or FAX (217) 428-8514.

Sincerely,

James G. Baumann, Jr.
Manager, Regulatory Submissions



Taylor ffr
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July 7, 1998

B RECEIVED |

Office of Generic Drugs, CDER, FDA G0 1963
Metro Park North I

7500 Standish Place, Room 150 éENERlC DRUGS

Rockville, MD 20855-2773

RE: TELEPHONE AMENDMENT TO ANDA 75-025
Lorazepam Injection, USP, 0.2%
2 mg/mL (1 mL/2 mL vial)

Dear Sir/Madam:

Taylor Pharmaceuticals (an Akorn Company), a manufacturer, marketer, and distributor of
ophthalmic and injectable drug products hereby submits this Telephone Amendment to our
Abbreviated New Drug Application ANDA 75-025 for Lorazepam Injection, USP, 0.2%
(I mL/2 mL vial), an injectable drug intended for use in adult patients as an preanesthetic
medication producing sedation, relief of anxiety, and a decreased ability to recall events
related to the day of surgery.

This amendment is in response to a teleconference held on July 1, 1998 between FDA
personnel (Joseph Buccine, Dr. Rashmikant Patel, Dr. Vilayat Sayeed, and
Kathy Woodland) and Taylor Pharmaceuticals personnel (Jim Baumann, Lou Fraser, Rick
Taylor, Charles Coates, and Dennis Roberts). =~ FDA had previously requested
(teleconference with Dr. Sayeed on June 23, 1998) that Taylor delete the potency
adjustment step in the lorazepam batch records (ANDAs 74-974 and 75-025) together with
the corresponding potency adjustment (fortification) worksheets.

After a brief discussion of the issue, the following responses are being provided as a follow-
up to the teleconference:

1. Taylor will delete the manufacturing step that adjusts the Lorazepam, USP
content of the solution, together with the corresponding potency adjustment
worksheets from the master batch records as requested by FDA. During the
teleconference, Dr. Patel specifically referenced page 000296, and pages
000299 and 000300 in ANDA 74-974 (syringe) as the manufacturing step and
pages that should be deleted from the batch record. These changes are reflected
on the revised master batch record pages (formulation procedure only) for

150 S. Wyckles Road * P.O. Box 1220 ¢ Decatur, IL 62525-1220 ¢ (217) 428-1100 ¢ FAX (217) 422-9048



Lorazepam Injection, USP, 0.2% (vial) provided as Attachment A. Both the
manufacturing step that would allow for a potency adjustment, together with the
two (2) potency adjustment worksheets, have been deleted.

2. Should a potency adjustment be found necessary on future commercial batches,
Taylor will provide a pre-approval supplement regarding potency adjustment as
part of the post approval commitments referenced in 21 CFR § 314.70.

3. Per discussion and agreement, Taylor is providing a revised copy
(see Attachment B) of the product specifications for lorazepam to reflect the
following changes. Please note that the revised manufacturing steps provided
in Attachment A also reflect these changes.

o In-Process Specifications: Change lorazepam assay limits from %’ to
70’ and

» Finished Product Release Specifications: Change lorazepam assay limits from
%’ to * %,

Taylor is filing an archival copy consisting of one volume (in blue folder) of this
amendment and a technical review copy (in red folder) which is identical to the archival
copy. An additional certified copy (maroon folder) was sent to the Chicago District Office.

In accordance with 21 CFR § 314.96 (b), and by reference 314.60 (c), Taylor
Pharmaceuticals certifies that a true copy of this Telephone Amendment to ANDA 75-025
for Lorazepam Injection, USP, 0.2% (1 mL/2 mL vial) has been provided to the FDA
Chicago District Office. A copy of this certification with an original signature is provided
with this amendment as Attachment C.

Should you have additional questions, please feel free to contact me at your convenience at
(217) 423-9715 or FAX (217) 423-5206.

Sincerely,

James G. Baumann, Jr.
Manager, Regulatory Submissions
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June 9, 1998 HECEIVED B

Office of Generic Drugs, CDER, FDA , JUN 12 [
Metro Park North IT N
7500 Standish Place, Room 150 GENER,C DRUGS

Rockville, MD 20855-2773

RE: TELEPHONE AMENDMENT TO ANDA 75-025 ORIG AMENDMENT
Lorazepam Injection, USP, 0.2% e
2 mg/mL (1 mL/2 mL vial) St

Dear Sir/Madam:

Taylor Pharmaceuticals (an Akorn Company), a manufacturer, marketer, and distributor of
ophthalmic and injectable drug products hereby submits this Telephone Amendment to our
Abbreviated New Drug Application ANDA 75-025 for Lorazepam Injection, USP, 0.2%
(1 mL/2 mL vial), an injectable drug intended for use in adult patients as an preanesthetic
medication producing sedation, relief of anxiety, and a decreased ability to recall events
related to the day of surgery.

This amendment is in response to a teleconference held on June 2, 1998 between FDA
(Joseph Buccine, Project Manager, OGD, and Kathy Woodland, Reviewing Chemist, OGD)
and Taylor Pharmaceuticals (Jim Baumann, Mgr., Regulatory Submissions, and Dennis
Roberts, Director of Research and Development). FDA indicated that there were some
concerns about the limits Taylor had proposed for the degradation products listed in the
product specification sheet for lorazepam. During the teleconference, Mr. Buccine
indicated that Taylor could provide its response as a “Telephone Amendment”.

After a brief discussion of the issues pertaining to the degradant limits, the following
responses are provided as a follow-up to the teleconference:

1. Taylor will reduce the proposed degradation limit for related compound D
(RCp) from NMT % to NMT % [at release] and from NMT % to
NMT_ % [shelf-life] in response to FDA’s concern that the % limit was “to
high” in view of the current stability results and by comparison to what was
already being marketed in the field. Taylor will also reduce the proposed limits
for the individual lorazepam degradants/impurities from NMT % to
NMT % [at release] and from NMT % to NMT___ % [shelf-life] in

150 S. Wyckles Road ® P.O. Box 1220 * Decatur, IL 62525-1220 ¢ (217) 428-1100 * FAX (217) 422-9048



response to FDA’s concerns. These changes are reflected in the updated product
specifications for Lorazepam Injection, USP, 0.2% (vial) provided as
Attachment A.

2. FDA has requested that Taylor add a statement to the product specifications
indicating that the Label Claim or Target, Finished Product, and Stability
conforms to the requirements of USP <1> injections. Taylor has complied with
this request and has updated the product specifications accordingly (see
Attachment A). This statement will be included in all future C of As. Taylor’s
specifications are designed to comply with the requirements.

3. FDA has requested that Taylor reduce the limit on the individual impurities in
the drug substance specification to reflect a value of less than the %
proposed. The results of the API chromatographic purity testing was reviewed
for individual impurities and related compounds. Results below 0.5% were
reported for individual impurities and related compound D. The Active
Pharmaceutical Ingredient Specification was updated (Attachment B) to include
NMT % for individual impurities and RCp. The results for related
compound C (RC¢) did not justify the changes below %. A statement
indicating limits of NMT % for (RCc) was added to the specification (see
Attachment B). This specification is consistent with the Finished Container
limit for this impurity.

In addition to the above information, Taylor is providing updated stability data (24 month
test results) on Taylor’s drug product and the RDL, Ativan®, as Attachment C. During the
conversation, Mr. Buccine indicated that Taylor should provide its response as a
“Telephone Amendment”.

Taylor is filing an archival copy consisting of one volume (in blue folder) of this
amendment and a technical review copy (in red folder) which is identical to the archival
copy. An additional certified copy (maroon folder) was sent to the Chicago District Office.

In accordance with 21 CFR § 314.96 (b), and by reference 314.60 (c), Taylor
Pharmaceuticals certifies that a true copy of this Facsimile Amendment to ANDA 75-025
for Lorazepam Injection, USP, 0.2% (1 mL/2 mL vial) has been provided to the FDA
Chicago District Office. A copy of this certification with an original signature is provided
with this amendment as Attachment D.



Should you have additional questions, please feel free to contact me at your convenience at
(217) 423-9715 or FAX (217) 423-5206.

Sincerely,

-
' James G. Baumann, Jr.
Manager, Regulatory Submissions



